Objective: Stroke research and clinical trials have focused mainly on anterior circulation stroke (ACS). Since clinical characteristics, mechanisms, and outcomes of posterior circulation stroke (PCS) have been reported different from ACS, more PCS studies are required, particularly researching the etiologies, to help establish an optimal management strategy. Methods: The present study analyzed patients of PCS who were consecutively admitted and registered in Taipei Veterans General Hospital Stroke Registry between 1 January 2012 to 28 February 2014. We demonstrated the distribution of etiologies, compared the clinical characteristics/outcomes among different etiology groups, and used univariate/multivariate analyses to identify the predictors for poor functional outcome (modified Rankin Scale ≥5) at discharge and 3 month. Results: About 286 patients of PCS were included for analyses. Basilar artery atheromatous branch occlusive disease (BABO, 28.0%) and large artery dissection (25.9%) were the two most common etiologies, followed by large artery atherosclerotic stenosis/occlusion (LAA, 20.6%), cardioembolism (CE, 18.5%) and small vessel disease (7.0%). Age, vascular risk factors, infarct locations and patterns, and outcomes were different among these five etiology groups. Multivariate analyses showed that age >70 y/o (discharge/3 month, OR, 95% CI: 3.05, 1. admission NIH Stroke Scale >9 (19.50, and etiology (LAA versus BABO: 5.00, CE versus BABO: 3.36, were independently associated with poor functional outcome. Interpretation: The etiologies of PCS are heterogeneous and shown to be associated with functional outcomes. Our results have shed lights on future pathophysiological research and designs of clinical trials for PCS.
Introduction
About a fifth of ischemic stroke are in the territory of posterior circulation which are supplied by the vertebrobasilar arteries and their branches.
1,2 Studies have shown that posterior circulation ischemic stroke (PCS) differs from anterior circulation ischemic stroke (ACS) in many ways such as clinical characteristics, risk factors, and stroke mechanisms. [2] [3] [4] Despite its importance and uniqueness, research focusing on PCS are much less than that on ACS. We would need more studies solely on PCS elucidating particularly the causes and predictors of outcomes to help establish an appropriate management strategy for PCS.
Large artery diseases, cardioembolism (CE), and small vessel diseases (SVDs) are most-acknowledged etiologies of PCS. 2 Besides arterial atherosclerotic stenosis/occlusion, there are two other kinds of large artery diseases, which are reported more frequently in PCS than in ACS. One is basilar artery (BA) atherosclerotic plaques with paramedi-an pontine infarction (atheromatous branch occlusive disease), [5] [6] [7] and the other is arterial dissection. [8] [9] [10] [11] [12] These two causes of PCS might be overlooked and less discussed since they need more extensive evaluation tools. 2, [5] [6] [7] In the present study, we analyzed data from a prospective sampling of consecutive patients in the Stroke Registry of Taipei Veterans General Hospital, a tertiary medical center, trying to (1) observe the distribution of etiologies including BA atheromatous branch occlusive disease (BABO) and arterial dissection, (2) find predictors of poor clinical outcomes, and (3) analyze the relationship between the etiologies and outcome in patients with PCS.
Subjects and Methods

Stroke registry
Taipei Veterans General Hospital Stroke Registry (TVGHSR) has prospectively collected data of all patients of acute stroke consecutively admitted to emergency room or/and wards of Neurology Department since February 2009. We have two specialized nurses supervised by stroke specialized physicians working on patients' data registry and further outcome follow-up. Recorded data include demographic and risk factors, stroke severity at admission, investigation results including brain, vascular or cardiac checkup during hospitalization, and outcomes at discharge and 3 month (by phone call) follow-up. Data analyzed for the current study were retrospectively retrieved from the stroke registry. Institutional Review Board of Taipei Veterans General Hospital has approved the study.
Analyzed subjects
We retrieved from TVGHSR data of patients who were admitted and registered consecutively between 1 January 2012 to 28 February 2014. Analyzed subjects were selected with inclusion criteria: (1) acute cerebral infarcts in the territory of posterior circulation and (2) having adequate investigations including high-resolution or standard brain magnetic resonance imaging (MRI) and MRA (the lowest scan level was at V2 level) with or without contrast, neck arteries Duplex ultrasound, color-coded transcranial Doppler, 24-h Holter monitor, and echocardiogram. Patients with (1) malignancy, (2) autoimmune diseases, (3) hematological diseases, or (4) simultaneous acute cerebral infarcts over the territory of anterior circulation were excluded.
Stroke etiologies
Patients' data were reviewed and reached consensus for their stroke etiologies by three neurologists (Dr. Chung, Hsu and Hu) and one radiologist (Dr. Chang) who are all stroke specialists. Infarct locations were categorized as involving proximal (medulla or/and posterior inferior cerebellar artery [PICA]-supplied territory), middle (pons or/and anterior inferior cerebellar artery-supplied territory), or/and distal (midbrain, posterior cerebral artery [PCA] , or/and superior cerebellar artery-supplied territory) posterior circulation regions. 8, 9 Brain lesions involved more than one category were defined as inclusive lesions; otherwise, it was defined as single lesion. 8, 9 We used standardized criteria to classify stroke etiology. The criteria for etiology determination are described below. ≥5) at discharge and 3 month, we used univariate and multivariate regression analyses. Age, gender, admission NIH stroke scale (NIHSS), stroke etiologies, infarct location (proximal, middle or distal), and lesion pattern (inclusive or single lesions), i.v. tissue plasminogen activator (tPA), oral antiplatelets, and anticoagulants prescriptions, the performance of stent insertion, and the presence of hypertension (HTN), diabetes mellitus (DM), hyperlipidemia, AF, and cigarette smoking were the independent variables. Odds ratios were calculated for variables to identify risk factors in univariate and multivariate analyses for poor functional outcomes. Multiple logistic regressions with backward elimination were conducted to evaluate the associated variables. All statistically significant levels were defined as P < 0.05.
Results
From 1 January 2012 to 28 February 2014, TVGHSR prospectively registered 1343 patients with acute ischemic stroke. Among them, there were 318 patients (23.68%) with cerebral infarcts in the territory of posterior circulation. According to our criteria, 17, 3, and 12 patients were excluded due to accompanied infarcts in the territory of anterior circulation, malignancy, and inadequate investigations/undetermined etiology, respectively. Notably, 66% of patients with acute ischemic stroke registered in TVGHSR were men, which is a little bit higher than the results from Taiwan Stroke Registry (60%) which engaged 39 academic and community hospitals and covered the entire country between 2006 and 2008. 13 There were 286 patients included for analyses: 197 men (68.9%) and 89 women (31.1%) with an average age of 71.5 (13.4) years. The frequency of vascular risk factors were as followed: HTN 223 (78%), DM 129 (45.1%), hyperlipidemia 93 (32.5%), AF 38 (13.3%), and cigarette smoking 56 (25.9%). The location of cerebral infarcts were involved the distal, middle, and proximal territory in 95 (33.2%), 178 (62.2%), and 63 (22%) patients respectively. There were 46 (16.1%) patients having more than one territory of infarct (inclusive lesions). The leading three common regions being involved were pons (167 patients; 58.4%), cerebellum (96; 33.6%) and midbrain/ thalamus (62; 21.7).
The average admission NIHSS was 5.8 (6.5). All patients received oral antiplatelets during admission. Among them, two patients (0.7%) received i.v. tPA treatment within 3 h, six patients (2.0%) were performed stent insertion in VA or BA, and 47 patients (16.4%) were prescribed oral anticoagulants (warfarin). The overall outcome were 10 mortality (3.5%) and mean mRS = 3.1 (1.5) at discharge.
The distribution of stroke etiologies in our PCS patients were BABO 80 (28.0%), LAA 59 (20.6%), LAD 74 (25.9%), CE 53 (18.5%), and SVD 20 (7.0%). The clinical characteristics and outcomes of each etiology and their comparisons are listed in Table 1 . There were differences in clinical characteristics among five groups. Patients of LAD were younger compared with patients of BABO, LAA, and CE respectively after post hoc analyses. Patients of CE had the highest frequency of AF, distal posterior circulation territory involvement, and inclusive lesions. Patients of LAA and LAD had similar cerebral infarct patterns: mostly involving middle posterior circulation territory and similar frequency of inclusive lesions compared with patients of CE. Middle posterior circulation territory was involved almost in all patients of BABO. Most cerebral infarct lesions in patients of SVD were in distal posterior circulation territory (thalamus). Anticoagulants were prescribed mainly in patients of LAD and CE. Regarding outcomes, mortality within hospitalization occurred mainly in patients of LAA and LAD, and higher mRS was noted in patients of LAA and CE at discharge and 3 month respectively. Tables 2 and 3 reveal the variables associated with poor functional outcomes (mRS ≥ 5) at discharge and 3 month, respectively. Multivariate analyses after adjusting the covariates showed that age, admission NIHSS and stroke etiology were independent factors associated with functional outcomes. Age >70 y/o, admission NIHSS >9, stroke etiology LAA and CE were independent predictors for poor functional outcomes both at discharge and 3 month.
Discussion
We have mainly found that in our population of PCS, (1) BABO and LAD were the two commonest etiologies, (2) stroke etiology was associated with functional outcomes, and (3) age (>70 y/o), worse stroke severity at admission (NIHSS > 9), and stroke etiology LAA and CE were independently associated with poor functional outcomes both at discharge and 3 month.
Current available guidelines for management of patients with PCS are similar to those of ACS though they have several differences in clinical characteristics, diagnosis, disease mechanism, and outcomes. [2] [3] [4] [14] [15] [16] Questions remain regarding the effective acute treatment and secondary prevention for PCS. 2, 3, 16 Studies have shown that the prognosis of PCS might not be as benign as expected, for example, the risk of recurrent stroke after PCS was reported at least as high as for ACS, and vertebrobasilar stenosis increases the risk threefold. [17] [18] [19] Optimal treatment and prevention for diseases need knowledge about diseases' etiologies or mechanisms to be targeted at, unfortunately, stroke studies focused much more in ACS than PCS. 2, 3 The results of the present study elucidating the etiologies of PCS, each etiology's characteristics and their relationships between functional outcomes are improving the understanding in this area.
The distributions of stroke etiology in other large stroke registries are listed in Table 4. 1, 8, 20, 21 The present study has revealed a higher frequency of LAD (25.9%) as the etiology of PCS. (1) The advance of vascular images which has facilitated the diagnosis of LAD, and (2) a 100% performance rate of MRI/MRA (some even with high-resolution or contrast enhancement) and (3) thorough investigations in our patients with a lower rate of undetermined etiology may contribute to the result. Besides, we retrospectively evaluated every patient's vessel walls of vertebrobasilar arteries and their branches on MRI/MRA images to determine their stroke etiology, which would avoid overlooking the diagnosis of LAD. In addition, like Hallym Stroke Registry (HSR) in Korea, we had a higher percentage of patients with infarctions contributed by penetrating artery occlusion. This may due to the racial difference in the study population, for example, Asian people are susceptible to penetrating artery infarction. Notably, BABO was not differentiated from SVD among these patients in most stroke registries of PCS.
Though as expected, patients with LAD were younger than the other etiology groups (BABO, LAA, and CE), the age range of these patients was from 21 to 91 (mean 65.82) years old. The current data told us that we should not overlook LAD as the etiology of PCS in the elderly patients. Besides, there was a similar mortality rate by discharge between LAD and LAA groups (both were 6.8%), prognosis of LAD-induced PCS might not as benign as previous thought. Few PCS study has included vascular dissection for interetiologies characteristics and outcomes comparison. Previous studies mostly classified stroke mechanisms either as hemodynamic impairment versus embolism, or large artery diseases versus the others, some even excluded vascular dissection in their study design, 1,4,8,9,20-23 therefore LAD was seldom able to be recognized for further analyses. LAD would mimic LAA especially when there are accompanied atherosclerotic changes in relevant or other large vessels, and limited investigation tools able to detect the vessel walls of stenotic large vessels. Our results hence have emphasized the importance of LAD in PCS, and it deserves further studies on the pathophysiology to obtain an optimal acute treatment, and primary and secondary prevention strategy for vertebrobasilar dissection. BABO is another large artery disease causing stroke, more commonly found in PCS than ACS. [4] [5] [6] [7] [8] [9] Its nature is atherosclerotic plaque in large vessel which occludes the opening of several penetrating branches. Besides BABO, some studies would also classify or name it as "large artery disease without stenosis" or "local branch occlusion". BABO-related stroke almost involves pontine which mimics SVD clinically and on cerebral images. 6, 7 Like LAD, it would need more extensive investigations on vessel walls to make this large artery disease differentiated from SVD. Whether Asian population are more susceptible to this etiology, and whether medications able to make plaque regression could prevent stroke primarily and secondarily in these patients deserve further investigations.
Predictors for poor functional outcomes have less studied in patients of PCS compared with ACS. We have found age and stroke severity at admission very strong factors to determine functional outcomes in patients of PCS. Besides, we have revealed stroke etiology another factor associated with functional outcomes. LAA and CE, compared with the other etiologies, had more frequent poor functional outcomes both at discharge and 3 month. Applying our results into clinical practices, patients of PCS with these factors should be monitored and treated more aggressively. In univariate analysis, characteristics of etiology CE or LAA such as AF, distal posterior circulation territory, and inclusive cerebral lesions were also found associated with poor functional outcomes. After adjusting for covariates including stroke etiology in multivariate analyses, these factors showed no statistically significant difference.
Patients of CE are always having associated cardiac diseases such as AF, recent valvular surgery, myocardial infarction, etc., and these comorbidities may contribute to a worse functional outcome in this etiology group of PCS patients. As to LAA, chronic hemodynamic insufficiency in posterior circulation territory by severe vertebrobasilar artery stenosis may lead to more severe dysfunction and poor recovery after stroke. Besides, previous population-and hospital-based studies have showed severe vertebrobasilar stenosis (>50%) a risk factor of early stroke recurrence in patients with PCS, 18, 19 may also explain poor outcomes in patients with LAA. Unfortunately, we did not have the data of stroke recurrence in our patients with PCS. A prospective study in the future will help elucidate the mechanism.
There are limitations of our study. Firstly, study population was retrospectively recruited from our hospital's stroke registry (TVGHSR). Since (1) TVGHSR was prospectively recruiting every consecutively admitted stroke patients' data during hospitalization and 3 month followup, (2) the standard protocol for stroke management in our hospital includes very extensive investigations, and (3) we had four stroke specialists together reviewing patients' clinical data to determine the stroke characteristics and etiology, the present study should be as explicit as a prospective one. Secondly, we excluded 17 patients of PCS with simultaneous cerebral infarcts in the territory of Arterial dissection was included in the category of "other stroke etiology". Explicit number of patients with arterial dissection was not mentioned. anterior circulation. Since cerebral infarcts involve more than one vascular territory are usually caused by CE, we may underestimate the frequency of CE and its association with a poor functional outcome. Lastly, we did not look at and analyze the involved large vessels in our PCS patients. The main purpose of the present study was focusing on the relationship between stroke etiologies and functional outcomes. Since not each etiology of PCS such as CE and SVD has relevant large vascular lesions, taking them into account might obscure the role of these etiologies in PCS. We would leave this part for future PCS studies. In summary, our study showed that patients of PCS had heterogeneous etiologies which possessed distinctive clinical characteristics. Furthermore, stroke etiology was associated with functional outcomes; LAA and CE had worse functional outcome at discharge and 3 month respectively in PCS. These findings are improving our understanding on mechanisms of PCS and helpful not only for establishment of future etiology-centered management strategy but also designs of clinical trials specific for PCS patients. PCS is a heterogeneous disease. Any clinical trials of medicines or devises for PCS should take stroke etiology into consideration when designing the protocol.
